Supplementary material

Figure S1 CLDN expression levels (mean value indicated by the horizontal bars) in normal colon
mucosa (NM), primary tumors (PT) and hepatic metastases (HM). The Affymetrix RNA expression
data were log2 transformed; P-values calculated with the Kruskal-Wallis test.
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Figure S2 Mean CLDN expression in 15 paired primary CRC (PT) and normal mucosa (NM) samples.

BNM WPT

CLDN7

TANOOWVWT NO
- -

80| uoissasdxa yNY

ENM uPT

CLDN1

~
-

Z80) uotssasdxa yNY

10

0w T NO

A4
89 €22
234 72T
oY €17
Q17961
¥l 68T
191 61
Wd 61T
82511
ad €£0
W2190
LNT650
SW Y0
8r 220
AWT9TO

SSLTe
89 €27
J3d 7ee
oY €12
a1 961
4r 681
191 6v1
Wd 61T
827511
ad €L0
W) 190
1W 650
SN P10
8 zzo
AWT9T0

Patients

Patients

ENM wPT

UL LALEE

CLDN8

~N O OV e NO
- -

280 uoissasdxa yNY

ENM W PT

CLDN2

(b i

© W W T N O
-

Z90j vorssasdxa yNy

sS4zt
89 €27
J3d 22
oY €12
a1 961
Yl 68T
191 6v1
Wd 61T
83§11
ad €40
W) 190
1W6S0
SN Y0
81 zz0
AWT9T0

SSLTT
89 €27
234 22T
oY €17
aL 96t
¥ 68T
191 6v1
Wd 61T
8] ST1
ad €20
WD 190
1N 650
NP0
8r zz0
AW9T0

Patients

Patients

HNM W PT

CLDN23

N O W NO
=~

Z80) voissasdxa yNY

ENM WPT

CLDNS

c ® v 9 N O
=

Z80) uoissasdxa YNy

SSLTT
89 €22
J3d Tzt
oY €12
17961
¥l 681
197 6%
Wd 61T
427611
ad €£0
W2 190
LNT6S0
W tH0
81 220
AW9T0

SS 42T
89 €27
J3d 7ee
O £12
a1 961
4 68T
191 6v1
Wd 61T
27sT1
ad €20
W) 190
1W 650
SN P10
81 zz0
AW9TO

Patients

Patients



Figure S3 Differential CLDN gene expression in CRC samples classified according to the Marisa’s
classification (C1 to C6). (A) CLDN genes upregulated in tumors compared with normal mucosa. (B)
CLDN genes downregulated in tumors compared with normal mucosa. (C) CLDN genes with similar
expression in normal mucosa and tumors. The red horizontal line indicates CLDN expression in the
normal mucosa within the CRC samples. The arrow highlights the subtype where CLDN expression is
the most significantly different compared with the other subtypes. (Kruskal-Wallis/Dunn’s test).
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Figure S4 Association of CLDN2 or CLDN4 gene expression level (high/low relative to the median)
and overall survival (OS) (log-rank test) (A) in 80 CRC samples from the Tsuji’s cohort and (B) in the
143 CRC samples from the study cohort belonging to the indicated molecular subtypes (143 patients'
cohort).
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Figure S5 Association of CLDN gene expression level (high/low relative to the median) with

progression-free survival (PFS) in the indicated CRC subtypes (log-rank test).
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